. Splicing defects are observed in the absence of H3K36 methylation. Related to Figure 1 . A. Western blot analysis of Mud1-HA protein levels in wild-type and set2∆ cells. Pgk1 is a loading control. Band intensities were quantified using ImageJ. The intensity of Mud1-HA normalized to Pgk1 in set2∆ was compared to the intensity of Mud1-HA normalized to Pgk1 in wild-type (defined as 1.0). B. RT-PCR of splicing factor ICGs. Products were analyzed on a 1.8% agarose gel. C. RT-PCR of ICGs that are lowly expressed and display a splicing defect in both set2∆ and H3K36A compared to wild-type. Products were analyzed on a 1.8% agarose gel. D. Splicing defects are observed in H3K36R and H3K36Q mutants. Products were analyzed on a 1.8% agarose gel. gDNA: genomic DNA. SCR1 is a loading control.
. RNA expression profiles in set2∆ and H3K36A cells. Related to Figure 1 . A. XY-scatter plot of wildtype sense RPKM, set2∆ sense RPKM (left), and H3K36A sense RPKM (right) of all genes. All splicing factors and spliceosomal snRNAs are labeled in purple. Spearman's correlation coefficient indicated. Red line represents the x=y line. B. XY-scatter plot of wild-type sense RPKM, set2∆ sense RPKM (left), and H3K36A sense RPKM (right) of all ICGs. Ribosomal protein intron-containing genes (RP ICGs) are labeled in green. Spearman's correlation coefficient indicated. C. XY-scatter plot of set2∆ sense RPKM and H3K36A sense RPKM of all ICGs. Nonribosomal protein intron-containing genes (non-RP ICGs) are labeled in blue and ribosomal protein introncontaining genes (RP ICGs) are labeled in green. Spearman's correlation coefficient indicated. D. Scatter plot representing change in splicing efficiency (SE) of ICGs that show a ≥2-fold decrease in expression in H3K36A compared to wild-type and ICGs that show a <2-fold decrease in expression in H3K36A compared to wild-type. Solid black line represents the median. Red line represents the y=0 line. Unpaired t test was used to test significance. E. XY-scatter plot of % RNAPII S2P ChIP-seq occupancy change and % SE change of all ICGs in H3K36A/wildtype cells. 
